Frequent occurence of electrocardiographic abnormalities i n c h i l d r e n with c l e f t l i p and p a l a t e has been reported. The i n c idence of congenital h e a r t d i s e a s e i n p a t i e n t s v i t h o r o -f a c i a l anomalies has been studied. Data Bank Records of 838 consecutive p a t i e n t s r e f e r r e d t o Center f o r Craniofacial Anomalies C l i n i c were analyzed f o r t h e incidence of congenital h e a r t d i s e a s e . Diagnoaia of congenital h e a r t d i s e a s e was made i n 71 ( 8 . 5 % ) pat i e n t s . a much higher frequency than t h a t found i n the general population. The 71 p a t i e n t s included 30 with c l e f t l i p and pala t e alone, 12 with f a c i a l c l e f t s a s s o c i a t e d with o t h e r syndromes 12 c r a n i o f a c i a l syndromes without c l e f t s . and 17 with congenital palato-pharyngeal incompetence. Age a t diagnosis of t h e congenit a l h e a r t d i s e a s e ranged from b i r t h t o 15 years. There were 29 males, 42 females (2 with Turner Syndrome (XO)). Congenital h e a r t d i s e a s e was confirmed by c a r d i a c c a t h e t e r i z a t i o n i n 53. 6 were diagnosed a t autopsy. Cardiovascular surgery was performed i n 33. The m e t comon c a r d i a c malformations were: i s o l a t e d vent r i c u l a r s e p t a l d e f e c t s i n 22 (31%). Tetrology of F a l l o t i n 8 ( l l X ) , patent ductus a r t e r i o s u s i n 8 (11%), a t r i a l s e p t a l d e f e c t i n 6 (8%). and c o a r c t a t i o n of a o r t a i n 7 (10%). a combination of v e n t r i c u l a r s e p t a l with an a t r i a l s e p t a l d e f e c t o r patent ductus a r t e r i o s u s o r c o a r c t a t i o n of a o r t a i n 7 (10%) and o t h e r malformations (13). No t r a n s p o s i t i o n of g r e a t v e s s e l was found. The d a t e i n d i c a t e s a high frequency of congenital cardio-vascular d e f e c t s i n p a t i e n t s with c r a n i o f a c i a l a n o m l i e s . RING MRI)EMSOME NINE: VARIABLE PHENOTYPIC EXPRESSION.
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Recent s t u d i e s in a d u l t s have shown the e f f i c i e n c y and s a f e t y of continuous low-dose intravenous i n s u l i n in t h e treatment of d i a b e t i c ketoacidosis. L l t t l e d a t a has been reported In p e d i a t r k p a t i e n t s .
Fourteen consecutive c h i l d r e n presented in d i a b e t i c ketoacidos l s . S i x were newly dlagnosed d i a b e t i c s . The average admission blood glucose concentration was 806 mq/dl and the mean admission c a p i l l a r y blood pH was 7.13. All p a t i e n t s were given intravenous f l u i d s and continuous low-dose intravenous i n s u l i n a t a dose of 0.06 uni ts/kg/hr. Fresh i n s u l i n s o l u t i o n s were prepared every four hours. Human serum albumin and sodium bicarbonate were not used. There were two c r i t i c a l times in the management of each p a t i e n t ; the f i r s t when the blood glucose concentration declined t o 300 mg/dl.
At t h i s time t h e I.V. f l u i d s were changed t o a glucose containing s o l u t i o n . The average time needed t o o b t a i n t h i s blood glucose concentration was 5.7 hr. The second c r i t i c a l time was when t h e c a p i l l a r y blood pH reached 7.35. At t h i s time intravenous i n s u l i n was discontinued. The average duration of intravenous insulin therapy was 9.8 hr. The accumulated dose of intravenous i n s u l i n was 0.6 u/kg. The p a t i e n t was then switched t o subcutaneous i n s u l i n . .25-.5 u/kgm every 4 hours. No complicat i o n s were observed. This method was found t o be s a f e and e f f e ct i v e . Frequent occurence of electrocardiographic abnormalities i n c h i l d r e n with c l e f t l i p and p a l a t e has been reported. The i n c idence of congenital h e a r t d i s e a s e i n p a t i e n t s v i t h o r o -f a c i a l anomalies has been studied. Data Bank Records of 838 consecutive p a t i e n t s r e f e r r e d t o Center f o r Craniofacial Anomalies C l i n i c were analyzed f o r t h e incidence of congenital h e a r t d i s e a s e . Diagnoaia of congenital h e a r t d i s e a s e was made i n 71 ( 8 . 5 % ) pat i e n t s . a much higher frequency than t h a t found i n the general population. The 71 p a t i e n t s included 30 with c l e f t l i p and pala t e alone, 12 with f a c i a l c l e f t s a s s o c i a t e d with o t h e r syndromes 12 c r a n i o f a c i a l syndromes without c l e f t s . and 17 with congenital palato-pharyngeal incompetence. Age a t diagnosis of t h e congenit a l h e a r t d i s e a s e ranged from b i r t h t o 15 years. There were 29 males, 42 females (2 with Turner Syndrome (XO)). Congenital h e a r t d i s e a s e was confirmed by c a r d i a c c a t h e t e r i z a t i o n i n 53. 6 were diagnosed a t autopsy. Cardiovascular surgery was performed i n 33. The m e t comon c a r d i a c malformations were: i s o l a t e d vent r i c u l a r s e p t a l d e f e c t s i n 22 (31%). Tetrology of F a l l o t i n 8 ( l l X ) , patent ductus a r t e r i o s u s i n 8 (11%), a t r i a l s e p t a l d e f e c t i n 6 (8%). and c o a r c t a t i o n of a o r t a i n 7 (10%). a combination of v e n t r i c u l a r s e p t a l with an a t r i a l s e p t a l d e f e c t o r patent ductus a r t e r i o s u s o r c o a r c t a t i o n of a o r t a i n 7 (10%) and o t h e r malformations (13). No t r a n s p o s i t i o n of g r e a t v e s s e l was found. The d a t e i n d i c a t e s a high frequency of congenital cardio-vascular d e f e c t s i n p a t i e n t s with c r a n i o f a c i a l a n o m l i e s . RING MRI)EMSOME NINE: VARIABLE PHENOTYPIC EXPRESSION.
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Ring chromosome abnormalities a r e r a r e i n comparison with o t h e r cytogenetic anomalies. They have been described i n a l l groups except group F, mainly i n t h e D group and i n t h e X chronomm. I t has been proposed t h a t p a t i e n t s with r i n g chromosome a b e r r a t i o n s involving t h e same chromosome should have s i m i l a r phenotypes, and attempts have been made t o e s t a b l i s h t h e e x i s t e n c e . of d e f i n i t e r i n g syndromes. W e have s t u d i e d a nine-year-old female p a t i e n t who presented with coarse f a c i a l f e a t u r e s , microcephaly, mental r e t a r d a t i o n , h i r s u i t i s m , and t a p e r i n g f i n g e r s . Quinacrine-banded karyotypes derived from m r i p h e r a l blood lymphocytes revealed a 46,XX,r(9) (p24*q34) p a t t e r n . Many of t h e f a c i a l and somatic f e a t u r e s of our p a t i e n t s a r e d i s t i n c t l y d i f f e r e n t from those o f o t h e r reporte d p a t i e n t s with ring-9, of which only f i v e c a s e s have been described. There is a l s o l i t t l e s i m i l a r i t y t o cases o f 9 p , and we a r e unable t o f i n d r e p o r t s of cases of 9q-. These s t u d i e s support t h e theory, suggested by o t h e r s , of v a r ia b l e phenotypic expression o f r i n g chromosomes. I n p a t i e n t s with r i n g chromosomes showing d e l e t i o n s a t s i m i l a r regions, phenotypic v a r i a b i l i t y is t h e probable r e s u l t of a combination o f f a c t o r s , including mosaicism (due t o t h e tendency o f r i n g chromosomes t o THE COFPIN-SIRIS (CS) SYNDROME. John C. Care
Br an 916 D. Hall (Spon. by Charles J.Epstein) D e p a r t m k oz P e d i a t r i c s . Universitv of C a l i f o r n i a . San Francisco. --..
In 1970. a d i s t i n c t p a t t e r n of malformation involving s w e r e mental r e t a r d a t i o n , a c h a r a c t e r i s t i c f a c i a l appearance, s p a r s e s c a l p h a i r with eyebrow and eyelash h y p e r t r i c h o s i s , and absent
f i f t h f i n g e r n a i l s was described i n 3 unrelated g i r l s . Only 2 add i t i o n a l cases have been reported. suggesting t h a t t h e syndromela r a r e . A l l reported cases have been sporadic events and no mode of i n h e r i t a n c e o r e t i o l o g i c f a c t o r has been determined. We haveevaluated 5 a d d i t i o n a l i n d i v i d u a l s with t h e CS syndrome. Two of our cases were s i b l i n g s , a boy, whom we examined,and h i s deceased s i s t e r who, by photographs. c l e a r l y had t h e d i s o r d e r . Neither of t h e unrelated p a r e n t s had any manifestation of t h e syndrome, sugg e s t i n g t h a t t h e CS syndrome is i n h e r i t e d i n an autosomal recessi v e fashion. A compilation of a l l t h e known cases permits a furt h e r d e l i n e a t i o n of t h e f u l l spectrum of t h e syndrome and of t h e frequency of c e r t a i n f e a t u r e s . Mental r e t a r d a t i o n , n a i l hypoplads and hypotonia occurred i n a l l reported cases. The c r a n i o f a c i a l f e a t u r e s a r e very c o n s i s t e n t : s c a l p a l o p e c i a (87.5%).microcephaly (80%) ,eyebrow and eyelash h y p e r t r i c h o s i s (70%), and prominent l i p s (80%). A s h o r t philtrum, not previously mentioned a s a f a c i a l f e a t u r e , occurred i n 50% of t h e cases. Other c l i n i c a l f e a t u r e s include p o s t n a t a l growth deficiency (90%). s c o l i o s i s (40%) and congenital heact d i s e a s e (30%). I n view of our s e r i e s of new cases t h e extreme r a r i t y of t h e CS syndrome may be overemphasized. It is q u i t e f e a s i b l e t h a t t h i s syndrome is o f t e n confused with t h e f e t a l hydantoin and t h e Cornelia de Lange syndromes. Previous experiments have not assessed t h e r o l e o f pulmonary development i n cardiovascular morphogenesis. W e s t u d i e d t h i s r e l at i o n s h i p by e x c i s i n g t h e l e f t lung bud o f chick embryos p r i o r t o completion of i n t r a c a r d i a c s e p t a t i o n . White leghorn eggs were incubated t o Hamilton-Hamburger s t a g e s 28-29. Embryos were exposed by opening t h e s h e l l and membranes. The l e f t t h o r a c i c wall was inc i s e d , lung bud amputated, and embryos reincubated. A f t e r f i x a t i o n i n 10% form01 i n chick Ringer's, t h e lungs and pulmonary v e s s e l s were microdissected, measured and canpared u s i n g r a t i o s o f lung volume (L /Lr) and diameters o f pulmonary a r t e r i e s (Al/Ar) and veins (V1hr). I n t r a c a r d i a c abnormalities were evaluated a f t e r removing t h e f r e e wall of r i g h t and l e f t v e n t r i c l e s . The 65 s t a g ematched c o n t r o l embryos included 30 with sham t h o r a c i c i n c i s i o n s . W e have evaluated two families i n which the affected males have a severe expression of the disorder. In Femily N. the affected infant had telecanthus, coronal hypospadias, cleft l i p and late, laryngotrachwesophageal cleft and ectopic anus. His m g r had marked telecanthus and wosmia. lhis infant died a t six numths of age.
EFFECT OF LUNG BUD EXCISION O N CARDIOPULMONARY DEVEL-
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In Family S. the affected infant hod telecanthus bilateral cleft l i p and palate and perinoal hypospadias. He has nonnal developnent a t six mths of age. kiis mother has telecanthus, but does not have anosada.
As these two patients d e m t r a t e , the telecanthus hypospadins syndrane can present as a severe multiple malformation synbme. Fortunately many males are more mildly affected. Since the female carrier has a 25% chance in each pregnancy of having an affected son, early recognition and counselling is very inportant.
missegrsgate during m i t o s i s ) , v a r i a b l e r i n g s t r u c t u r e (simple and p o l y c e n t r i c r i n g s , presumably containing d u p l i c a t i o n s and d e f i c i e n c i e s ) , and r e s u l t i n g i n s t a b i l i t y o f t h e r i n g chromosome.
